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This listing of claims will replace all prior versions, and listings, of claims in the application. 

Listing of Claims: 
Claims 1-6 (cancelled) 

Claim 7 (currently amended) The method of cl mm 5, wherein caid poll ip labeled by 
tnuefce tine cuid rr ll wffli - nisT ft ""i™-"'" «nnnitini» naid A method of monitoring at least 
one cell or tissue in a biological system c omprising: 

a) providing said biolofiical system comprising ; said at least one cell or tissue; 

bl labeling said at least one cell or tissue with ai least one apo metal binding protein; 

c) providing conditions which permit said at least one ano me tal binding protein to emit 
asignal; 

d) observing or measuring the signal; and 

e) mrmitntH igsai<rat least one cell or tissue baseclon the- signal ob served or measured: 

wherein th/cell is labeled by introducing into said cella DNAn>olecule encodmg.said at 
least one ap^jnetafbinding protein. V^^--^^^ 

Claims 8-10 (cancelled) 

Claim 1 1 (withdrawn) A method of determining the cytotoxicity of a drug of interest 
j^* comprising 



(JL****^ c) determine the cytotoxicity of the drug of interest by determining whether the at least 
one cell is influenced by the drug of interest. 



a) exposing at least one cell to the drug of interest; 

monitoring the at least one cell using the method of claim 5; 



Claims 12-13 (cancelled) 

Claim 14 (currently amended) 3%e-m ethod of claim 7, whor oi n said prot e in ic label ed 
h y prep aring ^ farirm prntpin > ™ r h Raid protein and A method of monitori n g at least one cell 
or tissue in a biological system comprising: 

a) pro viding sai d biological system comprising said at least o ne cell or tissue; 

b) labeling said at least one cell or tissue with at least one ano m etal binding protein; 

c) providinR conditions which permit said at least one apo metal b inding protein to emit 
a signal; 
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d ) observing or measuring the signal; and 

monitQiinglaid^t least one cell or tissue ba^d ^ tf^syAl observed or measured, 

wherein the celHsl^^ by introducing into said^lU DNA^folecule enco ding a fusion 
protein compri^g^t least one apo metal binding fprotein^ 

Claims 15-16 (cancelled) 

Claim 17 (currently amended) Th ft mflrhod of claim 15, A method of monitoring at 
least one cell or tissue in a biological sy stem comprising: 

providing said bioloftical system comprising said at le ast one cell or tissue; 

b) labeling said at least one cell or tissue with at least one apo metal binding protein; 

cl providing conditions which permit said at least one ano me tal binding protein to emit 
a signal; 

d) observing or measuri ng the signal: and 

e\ monitoring said at least one cell or tissue based on th e signal observed or measured; 

wherein said conditions which permit said at least one apo metal binding protein to emit a 
si gnal comprise providing at least one metal which binds to sai d at least one apo metal 
binding protein; w herein said apo metal binding protein is a blue copper protein chosen from 
azurin? 

pseudo-azurin, a plastocyauin, and a phytocyamn. 

Claim 18 (withdrawn) The method of claim 5, wherein said copper binding protein is 
blue oxidase chosen from ascorbate oxidase, ceruloplasmin, and laccase. 

Claim 19 (withdrawn) The method of claim 5, wherein said copper binding protein is 
a nitrite reductase. 

Claim 20 (withdrawn) The method of claim 1 , wherein said at least one apo metal 
binding protein is chosen from haemoglobulin, catalase and transferrin. 

Claim 21 (withdrawn) A method of labeling at least one protein of interest comprising 
fusing the at least one protein of interest to at least one apo metal binding protein. 

Claim 22 (withdrawn) A method of labeling a cell of interest comprising introducing 
into said cell of interest at least one apo metal binding protein or binding to the membrane of 
said cell of interest at least one apo metal binding protein. 

Claim 23 (withdrawn) The method of labeling a cell of interest according to claim 22, 
wherein the step of introducing at least one apo metal binding protein into said cell of interest 
is accomplished by transfecting said cell of interest with a gene encoding said at least one apo 
metal binding. 
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Claim 24 (withdrawn) A method for delecting at least one ceU expressing a protein of 
interest comprising 

a) introducing into said at least one ceU a DNA molecule having a DNA sequence 
encoding the protein of interest and an additional DNA molecule having a DNA sequence 
encoding at least one apo metal binding protein; 

b) providing conditions which permit expression of the at least one apo metal binding 
protein and the protein of interest; 

c) providing conditions which permit the at least one apo metal binding protein to emit a 
signal; and 

d) detecting the cell expressing the protein of interest by observing or measuring the 
signal of the at least one apo metal binding protein. 

Claim 25 (withdrawn) The method of claim 24, wherein said DNA molecule and said 
additional DNA molecule are linked. 

Claim 26 (withdrawn) The method of claim 24, wherein said cell is chosen from 
bacterial, fungal, plan or animal cell. 

Claim 27 (withdrawn) A method for localizing at least one protein of interest in a cell 
comprising 

a) introducing into said cell a DNA molecule comprising 

b) a DNA sequence encoding the at least one protein of interest, linked to an additional 
DNA sequence encoding at least one apo metal binding protein such that the protein 
produced by the DNA molecule will have the at least one protein of interest fused to the at 
least one apo metal binding protein.; 

c) providing conditions which permit expression of the fused protein; 

d) providing conditions which permit the at least one apo metal binding protein to emit a 
signal; and 

e) determining the location of the fused protein from the signal, thereby localizing the 
protein of interest in the cell. 

Claim 28 (withdrawn) A method of designing a therapeutic agent for treating a disease 
comprising: 

a) labeling at least one cell that is a target of the disease with at least one apo metal 
binding protein; 

b) providing conditions which permit said at least one apo metal binding protein to emit 
a signal; 
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c) observing or measuring the signal; 

d) determining whether the therapeutic agent is effective treating the disease by 
monitoring the signal observed or measured from the cell. 

Claim 29 (withdrawn) A method of designing a therapeutic agent for treating a virus 
or bacterial infection comprising: 

a) labeling the virus or the bacteria with at least one apo metal binding protein; 

b) providing conditions which permit said at least one apo metal binding protein to emit 
a signal; 

c) observing or measuring the signal; 

d) determining whether the therapeutic agent is effective treating the virus or bacterial 
infection by monitoring the signal observed or measured from the virus or the bacteria. 



The method according to claim 29, wherein said virus is the 
A eucaryotic cell comprising a DMA sequence encoding at least 
The eucaryotic cell of claim 31, wherein said eucaryotic cell is 
The eucaryotic cell of claim 3i 9 wherein said DNA sequence 
The eucaryotic cell of claim 33, wherein said at least one blue 



Claim 30 (withdrawn) 

HIV virus. 

Claim 31 (withdrawn) 

one copper binding protein. 

Claim 32 (withdrawn) 

an animal cell. 

Claim 33 (withdrawn) 

comprises the azu gene. 

Claim 34 (withdrawn) 

copper protein is a2urin. 

Claim 3S (withdrawn) A kit for monitoring at least one target substance in a biological 
system comprising at least one apo metal binding protein. 

Claim 36 (previously presented) A method of monitoring at least one target substance in 
a biological system comprising: 

a) providing said biological system comprising said at least one target substance, 
wherein said at least one target substance is a cell that is labeled by transfecting said cell with 
a DNA molecule encoding said at least one apo metal binding protein; 

b) labeling said at least one target substance with at least one apo metal binding protein, 
wherein said apo metal binding protein is a protein capable of binding itself to said metal; 

c) providing conditions which permit said at least one apo metal binding protein to emit 
a signal; 
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d) observing or measuring the signal; and 

e) monitoring said at least one target substance based on the signal observed or 
measured. 

iO X riaim 37 fDreviously presented) The method of claim 36, wherein said protein is labeled 

Claim 38 (previously presented) A method of monitoring at least one target substance in 
a biological system comprising: 

a) providing said biological system comprising said at least one target substance; 

m labeling said at least one target substance with at least one apo metal binding protein, 
whereinfalS I a ?o1rfeSl binding profein is a blue copper protein, and said blue copper protem 
is chosen from azurin, pseudo-azurin, a plastocyanin, and a phytocyanm; 

c) providing conditions which permit said at least one apo metal binding f™**» «* 
a sienal wherein said conditions which permit said at least one apo metal binding protein to 
eXsigtt Uprise providing at leasf one metal which binds to said at least one apo metal 

binding protein; 

<i) observing or measuring the signal; and 

e) monitoring said at least one target substance based on the signal observed or 
measured. 



i 1 ' 
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